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CLAIM AMENDMENTS 




(1) 



and the pharmaceutically acceptable salts thereof wherein: 

At is an aryl group substituted with 0-5 non interfering substituents selected from the group 
consisting of alkyl, alkenyl, alkynyl, aryl, arylalkyl, acyl, aroyl, heteroaryl, hotoroollcyl. 
hotoroallccnyl, hotoroalkynyl, hqtoroalkylary 4, NH-aroy), halo, OR, NR 2 , SR, SOR, SO2R, OCOR, 
NRCOR, NRCONR2, NRCOOR, OCONRj, RCO, COOR, alkyl OO R, SO3R, CONRa, SOzNRj, 
NRSO2NR2, CN, CF 3 , RjSi, and NO2, wherein each R is independently H, alkyl, alkenyl or aryl 
or hotaroformn thereof, and wherein two of said optional substituents on adjacent positions can be 
joined to form a fused, optionally substituted aromatic or nonaromatic, saturated or unsaturated ring 
which contains 3-8 members; 

L 2 -X-LMs of the formula: 



L 1 is CO. S0 2 or alkylene (1-4C); 

L 2 is alkylene (1-4C) or alkenylene (2-4C) optionally substituted with one or two moieties 
selected from the group consisting of alkyl, alkenyl, alkynyl, aryl, arylalkyl, acyl, aroyl, heteroaryl, 
NH-aroyl, halo, OR, NRi, SR, SOR, SQzR, OCOR, NRCOR, NRCONRj, NRCOOR, OCONR 2 , 
RCO, COOR, alkyl-OOCR, SOjR, CONR2, SO2NR2, NRSO2NR2, CN, CF 3 , and R 3 Si, wherein each 
R is independently H, alkyl, alkenyl or aryl or formo thereof containing 1 3 O, S and/or N atoms, 
and wherein two substituents on L 2 can be joined to form a non-aromatic saturated or unsaturated 
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ring that includes 0-3 heteroatoms which are O, S and/or N and which contains 3 to 8 members or 
said two substituents can be joined to form a carbonyl moiety or an oxime, oximeether, oximeester 
or ketal of said carbonyl moiety; 
n is 0-3; 

each R l is independently halo, alkyl, hotoroolkyl, OCOR, OR, NRCOR> SR, or NR2, 
wherein R is hydrogen, alkyl, or ary l, or forms thoroof oontaining 1 2 0> S and/or N ; 

% ^ represents a single or double bond; 

one Z 2 is CA or CR 2 A; the other Z 2 is CR 3 , CR 3 2 , NR 4 or N; and each R 2 , R 3 and R 4 are 
independently selected from the group consisting of H, alkyl, alkenyl, alkynyl, aryl, arylalkyl, acyl, 
aroyl, heteroaryl, hotoroalkyl, h e teroalk e nyl, hotoroolkynyl, h e t e roallcyloryl, NH-aroyl, halo, OR, 
NR 2 , SR, SOR, SOzR, OCOR, NRCOR, NRCONR 2 , NRCOOR, OCONR 2 , RCO, COOR, 
allcyl OOR, S0 3 R, CONR 2 , SO2NR2, NRSOjNRa, CN, CF 3 , R 3 Si, and N0 2> wherein each R is 
independently H, alkyl, alkenyl or aryl or formo thoroof oontaining 1 2 O, S and/or N and two of R 2 
and/or R 3 on adjacent positions can be joined to form a fused, optionally substituted aromatic or 
nonaromatic, saturated or unsaturated ring which contains 3-8 members, or R * ond/or R* is ~0 or an 
oxime, oximeether, oximeester or ketal thereof; 

Z 3 is NR 3 or O; where R 5 is H or is optionally substituted alkyl, alkenyl, alkynyl, aryl, 
arylalkyl, acyl, aroyl, heteroaryl, hotoroalltyl, hotoroalkonyl, hotorofllkynyl, hot e roalkylaryl, or is 
SOR, SO2R, RCO, COOR, alkyl-COR, S0 3 R, CONR 2 , SOzNRs, CN, CF 3 , NR 2 , OR, alkyi-SR, 
alkyl-SOR, alkyl-S0 2 R f alkyl-OCOR, alkyl-COOR, alkyl-CN, alkyl-CONR 2 , or R 3 Si, wherein each 
R is independently H, alkyl, alkenyl or aryl er form s th e r e of containing 1 2 O, S ond/or N ; 

A is -Wi-COX|Y, where Y is COR 6 or an isostere thereof, each of W and X is substituted or 
imsubstituted alkylene or alkenylene, each of 2-6 A; each of i and j is independently 0 or 1; and R 6 is 
H, or is straight or branched chain alkyl, alkenyl, alkynyl, aryl, arylalkyl, heteroalkyl ; heteroaryl, or 
heteroarylalkyl, each optionally substituted with halo, alkyl, heteroalkyl ? SR, SOR, SC^R, SQ 2 NR 2 , 
OR, NR 2 , OCOR, NRCOR, NRCONR2, NRSO2R, NRSO2NR2, OCONR 2 , CN, COOR, CONR 2 , 
COR, or R 3 Si wherein each R is independently H, alkyl, alkenyl or aryl or forms thereof containing 
1 2 O, S and/or N , or 
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wherein R 6 is OR, NR 2 , SR, NRCONR 2 , OCONR2, or NRSO2NR2, wherein each R is 
independently H, alkyl> alkenyl or aryl or tho hotoroatom containing forms thoroof, and wherein tw 
R attached to the same atom may form a 3-8 member caibocyclic or heterocyclic ring and wherein 
said ring may further be substituted by alkyl, alkenyl, alkynyl, aryl, arylalkyl, hotoroallcyl, 
heteroaryl, heteroarylalkyl, each optionaUy substituted with halo, SR, OR, NR 2 , OCOR, NRCOR, 
NRCONR2, NRSO2R, NRSO2NR2, OCONR2, or R 3 Si wherein each R is independently H, alkyl, 
alkenyl or aryl eg foimo thereof containing 1 2 S and/or N wherein two R attached to the same 
atom may form a 3-8 member ring, optionally substituted as above defined. 

2. (canceled) 

3. (original) The compound of claim 1 wherein Y is an isostere of COR 6 . 

4. (original) The compound of claim 3 wherein Y is tetrazole; 1 ,2,3-triazole; 
1,2,4-triazole; or imidazole. 

5. (original) The compound of claim 1 wherein each of i and j is 0. 

6. (previously presented) The compound of claim 1 wherein j is 0. 

7. (original) The compound of claim 1 wherein Z 3 is NR 3 . 

8. (canceled) 

9. (previously presented) The compound of claim 1 wherein R 5 is H, or is optionally 
substituted alkyl or acyl. 

10-11. (canceled) 

2 3 

12. (previously presented) The compound of claim I wherein R andR are 
independently selected from halo, OR and alkyl. 
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13-38, (canceled) 

39. (previously presented) The compound of claim 1 wherein the compound is: 




1 2 

40. (currently amended) The compound of claim 1 wherein L l ja.C)fa or CO and L a» 
independently oolootod from CO, CIIOII, CII^ MI CO, Cfik N CH3, and is CH 7 or CHOH. 

41. (currently amended) The compound of claim 40 wherein L and/or L is CO. 
42-44. (canceled) 

45. (previously presented) The compound of claim 1 wherein L 2 and/or L 1 is 
unsubstituted alkylene. - 

46. (previously presented) The compound of claim 1 wherein L 2 and/or L l is 
unsubstituted methylene, or methylene substituted with alkyl. 

47. (canceled) 

48. (previously presented) The compound of claim 1 wherein Ar is optionally 
substituted phenyl. 

49. (original) The compound of claim 48 wherein said optional substitution is by halo, 
OR, or alkyl. 
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50. (original) The compound of claim 49 wherein said phenyl is unsubstituted or has a 
single substituent 

51. (canceled) 

52. (previously presented) The compound of claim 1 wherein R 1 is halo or alkoxy. 

53. (original) The compound of claim 52 wherein n is 0, 1 or 2. 

54. (original) The compound of claim 1 wherein L 1 is coupled to the a ring at 

the 4-, 5- or 6-position. t 

55. (original) The compound of claim 1 wherein Z 2 at position 3 is CA or CHA. 

56. (original) The compound of claim 55 wherein the Z 2 at position 2 is CR 3 or CRV 

57. (currently amended) The compound of claim 56 wherein R 3 is hydrogen, oris 
selected from the flrnn p consisting of alkvL alkenyl, alkynyl, aryl, arylalkyl, acyl, aroyl, heteroaryl, 
hotoroalkyl, hotoroalkonyl, hotoroalkynyl, hotoroalkyloryl, NH-aroyl, halo, OR, NR 2) SR, SOR, 
SOsR, OCOR, NRCOR, NRCONR 2 , NRCOOR, OCONR 2 , RCO, COOR, ft&yl-OOR, S0 3 R, 
CONRj, SCfeNR* NRSQ2NR2, CN, CF 3 , R3$i, and NCfe, wherein each R is independently H, aflcyl, 
alkenyl or aryl or forms thoroof containing 1 2 O, S and/or N and two of R l can be joined to form a 
fused, optionally substituted aromatic or nonaromatic, saturated or unsaturated ring which contains 
3-8 members. 

58. (currently amended) The compound of claim 57 wherein each R 3 is selected from 
the group consisting of H, alkyl, acyl, aryl, arylalkyl, hotoroalkyl, heteroaryl, halo, OR, NR 2 , SR, 
NRCOR, alkyl OOR, RCO, COOR, and CN, wherein each R is independently H, alkyl[[ T ]] or aryl 
or forms thoroof containing 1 2 O, S and/or N . 

59. (original) The compound of claim 55 wherein Z 2 at position 2 is N or NR 4 . 
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60. (currently amended) The compound of claim 59 wherein R 4 is H, or alkyl, alkenyl, 
alkynyl, aryl, aryialkyl, acyl, aroyl, heteroaryl, hot cro alkyl, hotoro alkenyl, heteroalkynyl ; 
hctoroallcylaryl, or is SOR, SOzR, RCO, COOR, alkyl-COR, S0 3 R, CONR 2 , SO2NR2, CN, CF 3 , or 
R-jSi wherein each R is independently H, alkyl, alkenyl or aryl or fonno thoroof containing 1 2 O, S 
ond/or -N. 

61. (currently amended) The compound of claim 1 wherein v represents a double 

bond. 

62. (canceled) 

63. (currently amended) A pharmaceutical composition for tr e ating oonditiono 
characterized by e nhanood p38 a aotivity which composition comprises 

— athompoutioolly an effective amount of a compound of claim 1 and a pharmaceutical^ 

acceptable excipienL 

64-67. (canceled) 

68. (currently amended) [[¥he]J A method to treat of claim 67 whoroin oaid 
proinflommation response io multipl e spl e rogio» BP,- rheumatoid arthritis, rheumatoid opondylitis, 
ootooorthritis, gouty arthritio, oth e r arthritio oonditionfl, oepais, se ptic shock, ondotoxio shook, Gram 
a cgativ e sepsis, toxic shook syndrom e , asthma, adult roopiratory distross syndromo, strok e , 
rep e rfusion injury, CNS injugy, psoriasis, r e stenooifl, oorobral malaria, chronio pulmonary 
inflammatory disease, oilioosis, pulmonary oaroooio, a bon e r e sorption di se ase, graft versus host 
r m n nft'r»Ti rw»Wn TWnnp nlrRrnHv ft ftnlitir^ Alffhoinior'n or pyr e sis which comprises administering 
to a subject in need of such treatment a compound of claim 1 or a pharmaceutical composition 
thereof 
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